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presence or absence of polymorphic variations associated with 



AUTHOR : 

PATENT ASSIGNEE: 
PATENT INFO: 
APPLICATION INFO: 
PRIORITY INFO: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE: 
AB 



breast cancer in a sample, where presence of polymorphic 
variation indicates subject is at risk of breast cancer; 

for use in mamma carcinoma prevention, diagnosis and gene 
therapy 

ROTH R B; BRAUN A; KAMMERER S M; NELSON M R; RENELAND R H 
ROTH R B; BRAUN A; KAMMERER S M; NELSON M R; RENELAND R H 
US 2006204967 14 Sep 2006 
US 2003-723683 25 Nov 2003 

US 2003-723683 25 Nov 2003; US 2002-429136 25 Nov 2002 
Patent 
English 

WPI: 2006-621179 [64] 
DERWENT ABSTRACT: 
NOVELTY - Identifying a subject at risk of breast cancer comprises 
detecting the presence or absence of polymorphic variations associated 
with breast cancer in a nucleic acid sample from a subject, where the 
presence of the polymorphic variation is indicative of the subject being 
at risk of breast cancer, is new. 

DETAILED DESCRIPTION - Identifying a subject at risk of breast 
cancer comprises detecting the presence or absence of one or more 
polymorphic variations associated with breast cancer in a nucleic acid 
sample from a subject, where the one or more polymorphic variations are 
detected in a nucleotide sequence selected from: (a) a nucleotide 
sequence in SEQ ID NO. 2; (b) a nucleotide sequence, which encodes a 
polypeptide encoded by a nucleotide sequence in SEQ ID NO . 2; (c) a 
nucleotide sequence, which encodes a polypeptide that is 90% or more 
identical to the amino acid sequence encoded by a nucleotide sequence in 
SEQ ID NO, 2; or (d) a fragment of a nucleotide sequence of (a), (b) , or 
(c) , where the presence of the polymorphic variation is indicative of the 
subject being at risk of breast cancer. INDEPENDENT CLAIMS are also 
included for: (1) a method for detecting or preventing breast cancer in a 
subject; and (2) a method of selecting a subject that will respond to a 
treatment of breast cancer. 

WIDER DISCLOSURE - (1) nucleic acids that include one or more 
polymorphic variations associated with the occurrence of cancer; (2) 
compositions comprising the nucleic acids; (3) methods for identifying 
candidate therapeutic molecules for treating breast cancer; and (4) 
methods for treating breast cancer in a subject. 

BIOTECHNOLOGY - Preferred Method: Identifying a subject at risk of 
breast cancer further comprises obtaining the nucleic acid sample from 
the subject. The polymorphic variations are detected at one or more 
positions in SEQ ID NO. 2 selected from 184, 506, 3981, 7815, 7875, 
10775, 10786, 11013, 11020, 11101, 14171, 14278, 16512, 16706, 
18442, 20286, 21591, 22275, 25318, 27997, 29840, 31088, 31258, 32367, 
32427, 33671, 38796, 41530, 41874, 44161, 47502, 51089, 51205, 53645, 
54280, 57610, 57740, 60812, 60837, 64448, 65249, 65482, 66535, 66789, 
67214, 68347, 69060, 70100, 70215, 73687, 73732, 74183, 74813, 78136, 
79540, 79655, 79731, 82111, 82155, 83479, 84511, 85290, 90620, 91127, 
92095, 92679, 94839, or 95220. The polymorphic variations are detected at 
one or more positions in a region spanning positions 506-95220 in SEQ ID 
NO. 2. The polymorphic variations are detected at one or more positions 
in linkage disequilibrium with one or more positions above. Detecting the 
presence or absence of the one or more polymorphic variations comprises 
hybridizing an oligonucleotide to the nucleic acid sample, where the 
oligonucleotide is complementary to a nucleotide sequence in the nucleic 
acid and hybridizes to a region adjacent to the polymorphic variation; 
extending the oligonucleotide in the presence of one or more nucleotides, 
yielding extension products; and detecting the presence or absence of a 
polymorphic variation in the extension products. Preferably, the subject 
is a human. Detecting or preventing breast cancer in a subject comprises 
detecting the presence or absence of one or more polymorphic variations 
associated with breast cancer in a nucleic acid sample from a subject, 
where the polymorphic variation is detected in a nucleotide sequence 
selected from: (a) a nucleotide sequence in SEQ ID NO. 2; (b) a 



nucleotide sequence, which encodes a polypeptide encoded by a nucleotide 
sequence in SEQ ID NO. 2; (c) a nucleotide sequence, which encodes a 
polypeptide that is 90% or more identical to the amino acid sequence 
encoded by a nucleotide sequence in SEQ ID NO. 2; or (d) a fragment of a 
nucleotide sequence of (a) , (b) , or (c) comprising the polymorphic 
variation; and administering a breast cancer prevention procedure or 
detection procedure to a subject in need based upon the presence or 
absence of the one or more polymorphic variations in the nucleic acid 
sample. The breast cancer detection procedure is selected from a 
mammography, an early mammography program, a frequent mammography 
program, a biopsy procedure, a breast biopsy and biopsy from another 
tissue, a breast ultrasound and optionally ultrasound analysis of another 
tissue, breast magnetic resonance imaging (MRI) and optionally MRI 
analysis of another tissue, electrical impedance (T-scan) analysis of 
breast and optionally of another tissue, ductal lavage, nuclear medicine 
analysis (e.g. scintimammography) , BRCA1 and/or BRCA2 sequence analysis 
results, thermal imaging of the breast and optionally of another tissue, 
or its combinations. The breast cancer prevention procedure is selected 
from one or more selective hormone receptor modulators, one or more 
compositions that prevent production of hormones, one or more hormonal 
treatments, one or more biologic response modifiers, surgery, or drugs 
that delay or halt metastasis. The selective hormone receptor modulator 
is selected from tamoxifen, reloxifene, or toremifene, the composition 
that prevents production of hormones is an aramotase inhibitor selected 
from exemestane, letrozole, anastrozol, groserelin, or megestrol; the 
hormonal treatment is selected from goserelin acetate or filvestrant; the 
biologic response modifier is an antibody that specifically binds 
herceptin/HER2 ; the surgery is selected from lumpectomy or mastectomy; 
and the drug that delays or halts metastasis is pamidronate disodium. 
Selecting a subject that will respond to a treatment of breast cancer 
comprises detecting the presence or absence of one or more polymorphic 
variations associated with breast cancer in a nucleic acid sample from a 
subject, where the polymorphic variation is detected in a nucleotide 
sequence selected from: (a) the nucleotide sequence of SEQ ID NO. 2; (b) 
a nucleotide sequence, which encodes a polypeptide comprising an amino 
acid sequence encoded by a nucleotide sequence in SEQ ID NO. 2;(c) a 
nucleotide sequence, which encodes a polypeptide that is 90% or more 
identical to an amino acid sequence encoded by a nucleotide sequence in 
SEQ ID NO. 2; or (d) a fragment of a nucleotide sequence of (a), (b) , or 
(c) comprising the polymorphic variation; and selecting a subject that 
will respond to the breast cancer treatment based upon the presence or 
absence of the one or more polymorphic variations in the nucleic acid 
sample . 

USE - The methods are useful for identifying a subject at risk of 
breast cancer, detecting or preventing breast cancer in a subject, and 
selecting a subject that will respond to a treatment of breast cancer. 

ADMINISTRATION - Dosage is 0.001-30 mg/kg. Administration can be 
through parenteral, e.g. intravenous, intradermal, subcutaneous, oral, 
(e.g. inhalation), transdermal (topical), transmucosal , or rectal route. 

EXAMPLE - No suitable example given. (219 pages) 
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Bacillus cereus and its potential for toxin production in 
milk and Taliaga cheese. 

AUTHOR(S): Sadek, Zeinab I. [Reprint Author]; Fathi, Fatma A.; Salem, 

M. M. E. 

CORPORATE SOURCE: Natl Res Ctr, Dairy Dept, Giza, Egypt 
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DOCUMENT TYPE: Article 
LANGUAGE: English 

ENTRY DATE: Entered STN: 31 Jan 20 07 

Last Updated on STN : 31 Jan 2007 

AB The incidence of Bacillus cereus, psychrotrophic character and the ability 
of isolates to produce haemolysin were investigated to evaluate their 
health potential in some dairy products. In total 125 samples (skim milk 
powder, white soft cheese, processed cheese, Kareish cheese and rice with 
milk) were analysed. Of these (39.2%) contained B. cereus. The viability 
of (reference and isolated strains) B. cereus and toxin production in 
sterilized milk was examined during storage at 10 degrees C for 7 days. 
The two tested strains, when inoculated in milk with 10(5) cfu/mL, were 
shown to be capable of producing toxin at the end of the storage period. 
The antimicrobial activity of 7 strains of lactic acid bacteria against B. 
cereus was tested to select the effective starter to control the pathogen. 
Lactobacillus reuteri followed by Lb. rhamnosus were the most effective 
probiotic cultures. The choice was a mixed culture of Lactococcus lactis 
ssp. diacetylactis as a starter culture and Lb. rhamnosus as a probiotic 
culture (1: 1) to use in manufacture of Tallaga cheese. The use of this 
starter resulted in reduction of viable count of B. cereus and so, no 
toxin was detected in these cheeses. In contrast, in the control cheese 
(inoculated with 10(5) cfu isolated strain of B. cereus), the viable 
counts of B. cereus increased and released detectable amount of 
enterotoxin at the end of refrigerated storage. 
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ACCESSION NUMBER: 2005399453 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 15920624 

TITLE: Lactobacillus reuteri beta-galactosidase activity and low 

milk acidification ability. 
AUTHOR:. Hidalgo-Morales Madeleine; Robles-Olvera Victor; Garcia 

Hugo S 

CORPORATE SOURCE: UNIDA- Inst ituto Tecnologico de Veracruz, Ver . , Mexico. 
SOURCE: Canadian journal of microbiology, (2005 Mar) Vol. 51, No. 

3, pp. 261-7. 

Journal code: 0372707. ISSN: 0008-4166. 
PUB. COUNTRY: Canada . 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 2 00508 

ENTRY DATE: Entered STN: 3 Aug 2 005 

Last Updated on STN: 1 Sep 2 00 5 
Entered Medline: 31 Aug '2 005 
AB Beta-galactosidase activity was studied as a possible cause of the low 
milk acidification ability observed in Lactobacillus reuteri NRRL 
14171. Enzymatic activity was determined in MRS broth 

supplemented with either glucose or lactose and milk at the middle and 
final stage of the exponential phase, as well as at the stationary phase. 
Results were, compared with beta-galactosidase activity in Lactobacillus 
casei NRRL-B1922, a strain that shows the milk acidification ability. The 
effects of the types of carbon and nitrogen sources were established by 
comparison of growth parameters (higher maximum cell concentration and 
specific growth rate) in broth culture and skim milk supplemented with 2% 
glucose or 1% casein peptone. In milk, L. reuteri showed higher 
beta-galactosidase activity in all growth phases compared with L. casei. 
Greater cell concentration maxima, specific growth rates, and 
acidification abilities were observed in L. reuteri when it was cultured 
in milk supplemented with 1% casein peptone compared with non- supplemented 
milk cultures. Results suggest that the poor milk acidification ability 
observed in L. reuteri may be more related to a weak proteolytic system 
than to deficient beta-galactosidase activity. 
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for diagnosing or treating diseases with aberrant expression 
of the 14171 protein kinase, such as cancer, an 
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recombinant enzyme protein production via plasmid 
expression in host cell for use in disease therapy 

AUTHOR: KAPELLER- LIBERMANN R 

PATENT ASSIGNEE: MILLENNIUM PHARM INC 

PATENT INFO: US 2004048305 11 Mar 2004 

APPLICATION INFO: US 2003-658904 10 Sep 2003 

PRIORITY INFO: US 2003-658904 10 Sep 2003; US 2000-182096 11 Feb 2000 

DOCUMENT TYPE: Patent 
LANGUAGE: English 

OTHER SOURCE: WPI : 2004-226195 [21] 

AB DERWENT ABSTRACT: 

NOVELTY - An isolated nucleic acid molecule (I) comprising a fully 
defined sequence of 3860 or 2355 base pairs (bp) (SEQ ID NO: 1 and 3) as 
given in the specification; a fragment of a fully defined sequence of 21 
bp (SEQ ID NO: 21, 22 or 23) as given in the specification,- or encoding a 
polypeptide having a fully defined sequence of 784 amino acids (SEQ ID 
NO: 2) as given in the specification, is new. 

DETAILED DESCRIPTION - An isolated nucleic acid molecule comprises: 
(a) a fully defined sequence of 3860 or 2355 bp (SEQ ID NO: 1 and 3) as 
given in the specification; (b) a fragment of a fully defined sequence of 
21 bp (SEQ ID NO: 21, 22 or 23) as given in the specification; (c) a 
nucleic acid molecule which encodes a polypeptide having a fully defined 
sequence of 784 amino acids (SEQ ID NO: 2) as given in the specification, 
or its fragment having at least 300 contiguous amino acids and kinase 
activity; or (d) the complement of (a), (b) , (c) , or (d) . INDEPENDENT 
CLAIMS are also included for: (1) an expression construct comprising a 
recombinant nucleic acid molecule comprising the nucleic acid molecule 
(I); (2) a host cell comprising a recombinant nucleic acid molecule 
comprising the nucleic acid molecule (I); (3) an isolated polypeptide 
comprising: (a) a polypeptide which is encoded by a nucleic acid molecule 
comprising a nucleotide sequence with SEQ ID NO : 1 or 3; (b) a fragment 
of a polypeptide comprising the amino acid sequence of SEQ ID NO : 2 , where 
the fragment comprises at least 300 contiguous amino acids of SEQ ID NO : 2 
and where at least 300 contiguous amino acids have kinase activity; (c) 
an antigenic fragment of SEQ ID N0:2 comprising at least 15 amino acid 
residues of SEQ ID NO: 2; or (d) a polypeptide having the amino acid 
sequence of SEQ ID NO: 2; (4) an antibody which selectively binds to a 
polypeptide of (3); (5) producing a polypeptide of (3), comprising 
culturing the host cell of (2) under conditions in which the nucleic acid 
molecule is expressed; (6) a kit comprising a compound which selectively 
binds to a polypeptide of (3) and instructions for use; (7) a kit 
comprising a compound which selectively hybridizes to a nucleic acid 
molecule (I) and instructions for use; (8) identifying a compound which 
binds to a polypeptide of (3), comprising contacting a polypeptide, or a 
cell expressing the polypeptide with a test compound and determining 
whether the polypeptide binds to the test compound; (9) modulating the 
activity of a polypeptide of (3), comprising contacting a polypeptide or 
a cell expressing the polypeptide with a compound which binds to the 
polypeptide in a sufficient concentration to modulate the activity of the 
polypeptide; (10) identifying a compound which modulates the activity of 
a polypeptide of (3), comprising contacting the polypeptide with a test 
compound and determining the effect of the test compound on the activity 
of the polypeptide to therefore identify a compound that modulates the 
activity of the polypeptide; (11) identifying a subject having a disorder 
or at risk of developing a disorder selected from the group consisting of 
cancer, an immunological disorder, a viral disorder and an apoptotic 
disorder, comprising contacting a sample obtained from the subject 



.comprising nucleic acid molecules with a nucleic acid probe or primer 
which selectively hybridizes to the nucleic acid molecule (I) , and 
detecting in the sample the presence of a nucleic acid molecule which 
hybridizes to the probe or primer, therefore identifying a subject having 
the disorder, or at risk for developing the disorder; or comprising 
contacting a sample obtained from the subject comprising polypeptides 
with a compound which selectively binds to the polypeptide of (3), and 
detecting in the sample the presence of a polypeptide which binds to the 
compound, therefore, identifying a subject having the disorder, or at 
risk for developing the disorder; and (12) treating a subject having a 
disorder selected from the group consisting of cancer, an immunological 
disorder, a viral disorder and an apoptotic disorder comprising 
administering to the subject an effective amount of an agent which 
targets the expression or activity of a nucleic acid molecule (I) . 

BIOTECHNOLOGY - Preferred Nucleic Acid: The nucleic acid further 
comprises nucleic acid sequences encoding a heterologous polypeptide. 
Preferred Polypeptide: The polypeptide of (3) further comprises 
heterologous amino acid sequences. Preferred Antibody: The antibody 
preferably binds to an antigenic fragment of SEQ ID NO: 2 selected from 
the group consisting of a fully defined sequence of 21, 20 or 21 bp (base 
pairs) (SEQ ID NO: 17, 18 and' 19), as given in the specification. 
Preferred Method: The binding of the test compound to the polypeptide in 
the method of (8) is detected by detection of binding by direct detecting 
of test compound/polypeptide binding, detection of binding using a 
competition binding assay, or detection of binding using an assay for 
protein kinase-mediated phosphorylation. The activity of the polypeptide 
in the method of (10) is determined in a kinase assay using a 
14171 kinase substrate. The nucleic acid probe or primer in the 
method of (11) is from a fully defined sequence of 20, 20 or 26 bp (SEQ 
ID NO: 9, 10 or 11) as given in the specification. 

ACTIVITY - Cytostatic; Virucide; Antiinflammatory; Cardiant ; 
Antiarrhythmic; Hypotensive. No biological data given. 

MECHANISM OF ACTION - Protein-Kinase-Modulator . -No biological data 
given. 

USE - The methods and compositions of the present invention are 
useful for the diagnosis and/or treatment of diseases or conditions 
associated with aberrant expression or activity of a 14171 
protein kinase, such as cancer, an immunological disorder, inflammation, 
heart failure, hypertension, atrial fibrillation, a viral disorder and an 
apoptotic disorder. They can also be used in chromosome mapping, tissue 
typing, predictive medicine, forensic biology and prognostic assays. 

ADMINISTRATION - Dosage of the pharmaceutical composition ranges 
from 0.001-30 mg/kg body weight, preferably 5-6 mg/kg. Routes of 
administration of the pharmaceutical compositions include oral, 
pulmonary , intramuscular , intraperitoneal , intravenous , subcutaneous , 
inhalation, transdermal, nasal and rectal. 

EXAMPLE - Total RNA was prepared from various human tissues by a 
single step extraction method using RNA STAT- 60. Each RNA preparation was 
treated with DNase I at 37 degrees centigrade for 1 hour. DNase I 
treatment was determined to be complete if the sample required at least 
38 PCR amplification cycles to reach a threshold level of fluorescence 
using beta-2 microglobulin as an internal amplicon reference. After 
phenol extraction cDNA was prepared from the sample using SUPERSCRIPT 
Choice System. A negative control of RNA without reverse transcriptase 
was mock reverse transcribed for each RNA sample. (62 pages) 
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Takato; Tanaka, Hiroyuki; Shoyama, Yukihiro; Watanabe, 

Shigenori; Yamamoto, Tsuneyuki [Reprint Author] 
CORPORATE SOURCE: Dept PharmacolGrad Sen Pharmaceut SciHigashi Ku # Kyushu 
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SOURCE: Neuropsychopharmacology , (August 2004) Vol. 29, No. 8, pp. 

1470-1478. print. 

CODEN: NEROEW. ISSN: 08 93-13 3X. 
DOCUMENT TYPE: Article 
LANGUAGE: English 

ENTRY DATE: Entered STN : 22 Sep 2004 

Last Updated on STN: 22 Sep 2004 

AB We clarified the modulating action of the endocannabinoid system, and its 
possible mediation by the arachidonic acid cascade, on the reinstatement 
of methamphetamine (METH) -seeking behavior, using the intravenous 
self -administration paradigm in rats. Following 12 days of 
self -administration of METH, the replacement of METH with saline resulted 
in a gradual decrease in lever press responses (extinction) . Under 
extinction conditions, METH-priming or re-exposure to cues previously 
paired with METH infusion markedly increased the responses (reinstatement 
of drug- seeking) . The cannabinoid CB I receptor antagonist, SR 
14171 6A, blocked this behavior. Although the cannabinoid 
agonist, DELTAS - tetrahydrocannabinol (THC) , had no effects by itself, 
coadministration of the agonist and METH at small doses reinstated the 
drug-seeking behavior. THC attenuated the effects of the 
reinstatement- inducing dose of METH, but enhanced the effect of cues. 
Either given repeatedly during the extinction or singly, 24 h before the 
first METH-priming or cues challenge, THC suppressed the reinstatement. 
In another set of experiments, we found that diclofenac, a cyclooxygenase 
inhibitor, also attenuated the reinstatement induced by exposure to cues 
or drug-priming. These results suggest that the endocannabinoid system, 
through possible mediation by the arachidonic acid cascade, serves as a 
modulator of the reinstating effects of METH-priming and cues, Extending 
the current view on the treatment of drug dependence, these results 
indicate that endocannabinoid-activating substances as well as 
cyclooxygenase inhibitors may be promising as antirelapse agents. 
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AB Stromatactis is a spar network whose elements in cross section have 

flat to undulose lower surfaces and digitate upper surfaces. The network 
is composed principally of isopachous crusts of centripetal cement and 
commonly occurs embedded in finely crystalline limestone. It is the 
cement filling of interconnected cavities. Stromatactis of Upper Silurian 
red stromatactis limestone from Gaspe Peninsula, Quebec Appalachians, 
exhibits two types of cements: (1) an isopachous cement that lined the 
walls of the conduits and is interpreted as early marine; and (2) a later 
blocky cement that occupies the centres of cavities. The first cement is 
composed exclusively of non-ferroan calcite, whereas the second cement is 
mixed non-ferroan and ferroan calcite. The early isopachous cement is 
white on polished slabs and has a turbid aspect under transmitted light. 
In a few samples, the relative homogeneity of this early cement is broken 
by the presence of distinctive grey clear calcite. Under 
cathodoluminescence, the grey clear calcite is non- luminescent and 
exhibits well defined bladed crystal shapes, whereas the white turbid 
cement has a dull orange luminescence and indistinct crystal shapes. The 
. relationships between the two cements indicate that the dull luminescent 
cement is a secondary form of the non- luminescent cement, and it is 
concluded that the dull cement is the product of alteration of the 
non- luminescent cement by burial or meteoric fluids. The later blocky 
cement has the same dull luminescence as the white turbid cement and is 
thought to have been precipitated from the same fluids as those 
responsible for the alteration of the early marine cements. Oxygen 
isotopic values of the dull cement of the early isopachous crusts (mean 
deltaO-18= -6.8parts per thousand) are intermediate between those of the 
non- luminescent early marine cement (mean delta0-18= -5.3parts per 
thousand) and the dull luminescent blocky cement (mean delta0-18= -11.8%), 
while carbon isotopic values do not differ significantly (deltaC-13 = + 
2.9, + 2.4 and + 2.6parts per thousand, respectively). The alteration 
also has affected the distribution of some trace elements, particularly 
Mg. Both unaltered and altered cements contain less than 1% microdolomite 
inclusions, but the Mg content of the background calcite of unaltered 
cement is three times that of altered cement (14171 vs. 5502 
ppm) . Precursor early marine cement is thought to have been low-Mg 
calcite. The mean deltaO-18 value (- 5.3 parts per thousand) of unaltered 
early marine cement is higher than values for the oxygen isotopic 
signature of Silurian oceans provided by brachiopod shells. 
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We have suggested the existence of a novel "constitutive- like" secretory 
pathway in pancreatic islets, which preferentially conveys a fraction of 
newly synthesized C-peptide, insulin, and proinsulin, and is related to 
the presence of immature secretory granules (IGs) . Regulated exocytosis 
of IGs results in an equimolar secretion of C-peptide and insulin; however 
an assay of the constitutive- like secretory pathway recently demonstrated 
that this route conveys newly synthesized C-peptide in molar excess of 
insulin (Arvan, P., R. Kuliawat, D. Prabakaran, A.-M. Zavacki , D. 
Elahi, S. Wang, and D . Pilkey. J. Biol. Chemical 266:14171 
-14174) . We now use this assay to examine the kinetics of 

constitutive- like secretion. Though its duration is much shorter than the 
life of mature granules under physiologic conditions, constitutive- like 
secretion appears comparatively slow (tl/2 approximately equal to 1.5 h) 
compared with the rate of proinsulin traffic through the ER and Golgi 
stacks. We have examined whether this slow rate is coupled to the rate of 
IG exit from the trans-Golgi network (TGN) . Escape from the 20 degrees C 
temperature block reveals a tl/2 less than or equal to 12 min from TGN 
exit to stimulated release of IGs; the time required for IG formation is 
too rapid to be rate limiting for constitutive- like secretion. Further, 
conditions are described in which constitutive- Tike secretion is blocked 
yet regulated discharge of IGs remains completely intact. Thus, 
constitutive- like secretion appears to represent an independent secretory 
pathway that is kinetically restricted to a specific granule maturation 
period. The data support a model in which passive sorting due to insulin 
crystallization results in enrichment of C-peptide in membrane vesicles 
that bud from IGs to initiate the constitutive- like secretory pathway. 
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AB Samples returned from Apollo 14 (14171, 14305, 14319), Apollo 

15 (15255), Apollo 16 (61175, 67455), and Apollo 17 (77215) were studied 
optically and selected polished sections by SEM/Microprobe . Splits and 
separates from 77215, 67455, 61175 and 15255 were prepared; 77215 and 
67455 were analyzed for major, minor and LIL trace elements. The data 
indicate that 77215, a noritic breccia clast found in the Station7 
boulder, is a norite cumulate similar to and probably derived from the 
same body as 78235. The Apollo 17 boulders are found to be part of the 
same melt sheet, which was formed by a major impact event, possibly 
Serenitatis, about 4 B. Y . ago. The Apollo 14 and 16 breccias are 
polymict, their clast populations indicating quite different provenance. 
The Apollo 14 breccias are possibly the result of multiple impacts, 
while the other breccias studied appear to have been formed by single 
impacts. ANT suite clasts included in 61175 are, for the most part, 
granulites resulting from subsolidus recrystallization of norites, 
anorthosites or gabbros . This metamorphism appears to have occurred 
prior to the impact event forming 61175. (Author) 
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The following near isogenic wheat lines were used: Sr 11 (C.I. 14172), 
resistant Sr 11 (C.I. 14171), susceptible Sr 6 (C.I. 14164), and 
resistant Sr 6 (C.I. 141163). Neither growth at 25° nor treatment 
with 80 ppm ethylene at 20° caused significant change in infection 
type when resistance to race 56 is controlled by the Sr 11 allele, 
although lines carrying the Sr 6 allele for resistance reverted to 
susceptibility under these conditions. As in the case of the Sr 6 allele, 
no significant changes in phenolic components were detected. Increases in 
total peroxidase with resistant reactions controlled by the Sr 11 allele 
were similar to those found previously for the Sr 6 allele and the same 
isoenzyme was responsible for the increase. Because the genetic and 
physiol . basis for resistance controlled by the Sr 6 and Sr 11 alleles is 
distinct, it is concluded that increased activity for the same isoenzyme 
in both instances is a result of a non specific event analogous to 
wounding. Infected plants carrying the Sr 6 allele, with low peroxidase 



activity, produced much more ethylene than resistant infected plants. The 
relations between ethylene production, disease reaction, and peroxidase 
activity are not easily resolved. 
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New 14171 protein kinase and nucleic acid, useful for 
diagnosing or treating diseases with aberrant expression of 
the 14171 protein kinase, such as cancer, an immunological 
disorder, inflammation, heart failure and hypertension ; 
recombinant enzyme protein production via plasmid 
expression in host cell for use in disease therapy 
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MILLENNIUM PHARM INC 
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Patent 
English 

WPI: 2004-226195 [21] 
DERWENT ABSTRACT: 

NOVELTY - An isolated nucleic acid molecule 
defined sequence of 3860 or 2355 base pairs 
given in the specification; a fragment of a 
bp (SEQ ID NO: 21, 22 or 23) as given in the specification; or encoding a 
polypeptide having a fully defined sequence of 784 amino acids (SEQ ID 
NO: 2) as given in the specification, is new. 

DETAILED DESCRIPTION - An isolated nucleic acid molecule comprises: 
(a) a fully defined sequence of 3860 or 2355 bp (SEQ ID NO: 1 and 3) as 



(I) comprising a fully 

(bp) (SEQ ID NO: 1 and 3) as 

fully defined sequence of 21 



given in the specification; (b) a fragment of a fully defined sequence of 
21 bp (SEQ ID NO: 21, 22 or 23) as given in the specification; (c) a 
nucleic acid molecule which encodes a polypeptide having a fully defined 
sequence of 784 amino acids (SEQ ID NO: 2) as given in the specification, 
or its fragment having at least 3 00 contiguous amino acids and kinase 
activity; or (d) the complement of (a), (b) , (c) , or (d) . INDEPENDENT 
CLAIMS are also included for:- (1) an expression construct comprising a 
recombinant nucleic acid molecule comprising the nucleic acid molecule 
(I); (2) a host cell comprising a recombinant nucleic acid molecule 
comprising the nucleic acid molecule (I); (3) an isolated polypeptide 
comprising: (a) a polypeptide which is encoded by a nucleic acid molecule 
comprising a nucleotide sequence with SEQ ID NO; 1 or 3; (b) a fragment 
of a polypeptide comprising the amino acid sequence of SEQ ID NO : 2 , where 
the fragment comprises at least 300 contiguous amino acids of SEQ ID NO: 2 
and where at least 300 contiguous amino acids have kinase activity; (c) 
an antigenic fragment of SEQ ID NO: 2 comprising at least 15 amino acid 
residues of SEQ ID NO: 2; or (d) a polypeptide having the amino acid 
sequence of SEQ ID NO: 2; (4) an antibody which selectively binds to a 
polypeptide of (3); (5) producing a polypeptide of (3), comprising 
culturing the host cell of (2) under conditions in which the nucleic acid 
molecule is expressed; (6) a kit comprising a compound which selectively 
binds to a polypeptide of (3) and instructions for use; (7) a kit 
comprising a compound which selectively hybridizes to a nucleic acid 
molecule (I) and instructions for use; (8) identifying a compound which 
binds to a polypeptide of (3) , comprising contacting a polypeptide, or a 
cell expressing the polypeptide with a test compound and determining 
whether the polypeptide binds to the test compound; (9) modulating the 
activity of a polypeptide of (3), comprising contacting a polypeptide or 
a cell expressing the polypeptide with a compound which binds to the 
polypeptide in a sufficient concentration to modulate the activity of the 
polypeptide; (10) identifying a compound which modulates the activity of 
a polypeptide of (3), comprising contacting the polypeptide with a test 
compound and determining the effect of the test compound on the activity 
of the polypeptide to therefore identify a compound that modulates the 
activity of the polypeptide; (11) identifying a subject having a disorder 
or at risk of developing a disorder selected from the group consisting of 
cancer, an immunological disorder, a viral disorder and an apoptotic 
disorder, comprising contacting a sample obtained from the subject 
comprising nucleic acid molecules with a nucleic acid probe or primer 
which selectively hybridizes to the nucleic acid molecule (I), and 
detecting in the sample the presence of a nucleic acid molecule which 
hybridizes to the probe or primer, therefore identifying a subject having 
the disorder, or at risk for developing the disorder; or comprising 
contacting a sample obtained from' the subject comprising polypeptides 
with a compound which selectively binds to the polypeptide of (3), and 
detecting in the sample the presence of a polypeptide which binds to the 
compound, therefore, identifying a subject having the disorder, or at 
risk for developing the disorder; and (12) treating a subject having a 
disorder selected from the group consisting of cancer, an immunological 
disorder, a viral disorder and an apoptotic disorder comprising 
administering to the subject an effective amount of an agent which 
targets the expression or activity of a nucleic acid molecule (I) . 

BIOTECHNOLOGY - Preferred Nucleic Acid: The nucleic acid further 
comprises nucleic acid sequences encoding a heterologous polypeptide. 
Preferred Polypeptide: The polypeptide of (3) further comprises 
heterologous amino acid sequences. Preferred Antibody: The antibody 
preferably binds to an antigenic fragment of SEQ ID NO: 2 selected from 
the group- consisting of a fully defined sequence of 21, 20 or 21 bp (base 
pairs) (SEQ ID NO: 17, 18 and 19), as given in the specification. 
Preferred Method: The binding of the test compound to the polypeptide in 
the method of (8) is detected by detection of binding by direct detecting 
of test compound/polypeptide binding, detection of binding using a 
competition binding assay, or detection of binding using an assay for 
protein kinase-mediated phosphorylation. The activity of the polypeptide 



in the method of (10) is determined in a kinase assay using a 
14171 kinase substrate. The nucleic acid probe or 

primer in the method of (11) is from a fully defined sequence of 20, 20 
or 26 bp (SEQ ID NO: 9, 10 or 11) as given in the specification. 

ACTIVITY - Cytostatic; Virucide; Antiinflammatory; Cardiant ; 
Antiarrhythmic; Hypotensive. No biological data given. 

MECHANISM OF ACTION - Prbtein-Kinase-Modulator . No biological data 
given . 

USE - The methods and compositions of the present invention are 
useful for the diagnosis and/or treatment of diseases or conditions 
associated with aberrant expression or activity of a 14171 protein 
kinase, such as cancer, an immunological disorder, inflammation, heart 
failure, hypertension, atrial fibrillation, a viral disorder and an 
apoptotic disorder. They can also be used in chromosome mapping, tissue 
typing, predictive medicine, forensic biology and prognostic assays. 

ADMINISTRATION - Dosage of the pharmaceutical composition ranges 
from 0.001-3 0 mg/kg body weight, preferably 5-6 mg/kg. Routes of 
administration of the pharmaceutical compositions include oral, 
pulmonary, intramuscular , intraperitoneal , intravenous , subcutaneous , 
inhalation, transdermal, nasal and rectal. 

EXAMPLE - Total RNA was prepared from various human tissues by a 
single step extraction method using RNA STAT-60. Each RNA preparation was 
treated with DNase I at 37 degrees centigrade for 1 hour. DNase I 
treatment was determined to be complete if the sample required at least 
38 PCR amplification cycles to reach a threshold level of fluorescence 
using beta-2 microglobulin as an internal amplicon reference. After 
phenol extraction cDNA was prepared from the sample using SUPERSCRIPT 
Choice System. A negative control of RNA without reverse transcriptase 
was mock reverse transcribed for each RNA sample. {62 pages) 
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AB The invention relates to a novel kinase nucleic acid sequence and protein. 
A novel human protein kinase 14171 was identified, and 
the cDNA sequence and the encoded amino acid sequence of the 1471 are 
provided. Chromosomal mapping of the 14171 gene, tissue- specif ic . 
expression profiles, and structural motifs of the polypeptides are 
provided. The protein kinase 14171 is involved in the 
NF-kB signaling pathway and 14171 expression can be regulated by the 
p53 tumor suppressor. Effect of siRNAs on the protein kinase 
14171 was studied. Also provided are expression vectors, host 
cells, and recombinant methods for making and using the novel mols. The 
invention also provides methods for diagnosing, treating, or preventing 
disorders associated with expression of the 14171. 
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Identifying subject at risk of breast cancer by detecting 
presence or absence of polymorphic variations associated with 
breast cancer in a sample, where presence of polymorphic 
variation indicates subject is at risk of breast cancer; 

for use in mamma carcinoma prevention, diagnosis and gene 

therapy 
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US 2006204967 14 Sep 2006 
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DERWENT ABSTRACT: 
NOVELTY - Identifying a subject at risk of breast cancer comprises 
detecting the presence or absence of polymorphic variations associated 
with breast cancer in a nucleic acid sample from a subject, where the 
presence of the polymorphic variation is indicative of the subject being 
at risk of breast cancer, is new. 

DETAILED DESCRIPTION - Identifying a subject at risk of breast 
cancer comprises detecting the presence or absence of one or more 
polymorphic variations associated with breast cancer in a nucleic acid 
sample from a subject, where the one or more polymorphic variations are 



detected in a nucleotide sequence selected from: (a) a nucleotide 
sequence in SEQ ID NO. 2; (b) a nucleotide sequence, which encodes a 
polypeptide encoded by a nucleotide sequence in SEQ ID NO. 2; (c) a 
nucleotide sequence, which encodes a polypeptide that is 90% or more 
identical to the amino acid sequence encoded by a nucleotide sequence in 
SEQ ID NO, 2; or (d) a fragment of a nucleotide sequence of (a), (b) , or 
(c) , where the presence of the polymorphic variation is indicative of the 
subject being at risk of breast cancer. INDEPENDENT CLAIMS are also 
included for: (1) a method for detecting or preventing breast cancer in a 
subject; and (2) a method of selecting a subject that will respond to a 
treatment of breast cancer. 

WIDER DISCLOSURE - (1) nucleic acids that include one or more 
polymorphic variations associated with the occurrence of cancer; (2) 
compositions comprising the nucleic acids; (3) methods for identifying 
candidate therapeutic molecules for treating breast cancer; and (4) 
methods for treating breast cancer in a subject. 

BIOTECHNOLOGY - Preferred Method: Identifying a subject at risk of 
breast cancer further comprises obtaining, the nucleic acid sample from 
the subject. The polymorphic variations are detected at one or more 
positions in SEQ ID NO. 2 selected from 184, 506, 3981, 7815, 7875, 
10775, 10786, 11013, 11020, 11101, 14171, 14278, 16512, 16706, 
18442, 20286, 21591, 22275, 25318, 27997, 29840, 31088, 31258, 32367, 
32427, 33671, 38796, 41530, 41874, 44161, 47502, 51089, 51205, 53645, 
54280, 57610, 57740, 60812, 60837, 64448, 65249, 65482, 66535, 66789, 
67214, 68347, 69060, 70100, 70215, 73687, 73732, 74183, 74813, 78136, 
79540, 79655, 79731, 82111, 82155, 83479, 84511, 85290, 90620, 91127, 
92095, 92679, 94839, or 95220. The polymorphic variations are detected at 
one or more positions in a region spanning positions 506-95220 in SEQ ID 
NO. 2. The polymorphic variations are detected at one or more positions 
in linkage disequilibrium with one or more positions above. Detecting the 
presence or absence of the one or more polymorphic variations comprises 
hybridizing an oligonucleotide to the nucleic acid sample, where the 
oligonucleotide is complementary to a nucleotide sequence in the nucleic 
acid and hybridizes to a region adjacent to the polymorphic variation; 
extending the oligonucleotide in the presence of one or more nucleotides, 
yielding extension products; and detecting the presence or absence of a 
polymorphic variation in the extension products. Preferably, the subject 
is a human. Detecting or preventing breast cancer in a subject comprises 
detecting the presence or absence of one or more polymorphic variations 
associated with breast cancer in a nucleic acid sample from a subject, 
where the polymorphic variation is detected in a nucleotide sequence 
selected from: (a) a nucleotide sequence in SEQ ID NO. 2; (b) a 
nucleotide sequence, which encodes a polypeptide encoded by a nucleotide 
sequence in SEQ ID NO . 2; (c) a nucleotide sequence, which encodes a 
polypeptide that is 90% or more identical to the amino acid sequence 
encoded by a nucleotide sequence in SEQ ID NO. 2; or (d) a fragment of a 
nucleotide sequence of (a) , (b) , or (c) comprising the polymorphic 
variation; and administering a breast cancer prevention procedure or 
detection procedure to a subject in need based upon the presence or 
absence of the one or more polymorphic variations in the nucleic acid 
sample. The breast cancer detection procedure is selected from a 
mammography, an early mammography program, a frequent mammography 
program, a biopsy procedure, a breast biopsy and biopsy from another 
tissue, a breast ultrasound and optionally ultrasound analysis of another 
tissue, breast magnetic resonance imaging (MRI) and optionally MR I 
analysis of another tissue, electrical impedance (T-scan) analysis of 
breast and optionally of another tissue, ductal lavage, nuclear medicine 
analysis (e.g. scintimammography) , BRCA1 and/or BRCA2 sequence analysis 
results, thermal imaging of the breast and optionally of another tissue, 
or its combinations. The breast cancer prevention procedure is selected 
from one or more selective hormone receptor modulators, one or more 
compositions that prevent production of hormones, one or more hormonal 
treatments, one or more biologic response modifiers, surgery, or drugs 
that delay or halt metastasis. The selective hormone receptor modulator 



is selected from tamoxifen, reloxifene, or toremifene, the composition 
that prevents production of hormones is an aramotase inhibitor selected 
from exemestane, letrozole, anastrozol, groserelin, or megestrol; the 
hormonal treatment is selected from goserelin acetate or filvestrant; the 
biologic response modifier is an antibody that specifically binds 
herceptin/HER2 ; the surgery is selected from lumpectomy or mastectomy; 
and the drug that delays or halts metastasis is pamidronate disodium. 
Selecting a subject that will respond to a treatment of breast cancer 
comprises detecting the presence or absence of one or more polymorphic 
variations associated with breast cancer in a nucleic acid sample from a 
subject, where the polymorphic variation is detected in a nucleotide 
sequence selected from: (a) the nucleotide sequence of SEQ ID NO. 2; (b) 
a nucleotide sequence, which encodes a polypeptide comprising an amino 
acid sequence encoded by a nucleotide sequence in SEQ ID NO. 2; (c) a 
nucleotide sequence, which encodes a polypeptide that is 90% or more 
identical to an amino acid sequence encoded by a nucleotide sequence in 
SEQ ID NO. 2; or (d) a fragment of a nucleotide sequence of (a), (b) , or 
(c) comprising the polymorphic variation; and selecting a subject that 
will respond to the breast cancer treatment based upon the presence or 
absence of the one or more polymorphic variations in the nucleic acid 
sample . 

USE - The methods are useful for identifying a subject at risk of 
breast cancer, detecting or preventing breast cancer in a subject, and 
selecting a subject that will respond to a treatment of breast cancer. 

ADMINISTRATION - Dosage is 0.001-30 mg/kg . Administration can be 
through parenteral, e.g. intravenous, intradermal, subcutaneous, oral, 
(e.g. inhalation), transdermal (topical), transmucosal , or rectal route. 

EXAMPLE - No suitable example given. (219 pages) 
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AB The incidence of Bacillus cereus, psychrotrophic character and the ability 
of isolates to produce haemolysin were investigated to evaluate their 
health potential in some dairy products. In total 125 samples (skim milk 
powder, white soft cheese, processed cheese, Kareish cheese and rice with 
milk) were analysed. Of these (39.2%) contained B. cereus. The viability 
of (reference and isolated strains) B. cereus and toxin production in 
sterilized milk was examined during storage at 10 degrees C for 7 days. 
The two tested strains, when inoculated in milk with 10(5) cfu/mL, were 
shown to be capable of producing toxin at the end of the storage period. 
The antimicrobial activity of 7 strains of lactic acid bacteria against B. 
cereus was tested to select the effective starter to control the pathogen. 
Lactobacillus reuteri followed by Lb. rhamnosus were the most effective 
probiotic cultures. The choice was a mixed culture of Lactococcus lactis 
ssp. diacetylactis as a starter culture and Lb. rhamnosus as a probiotic 
culture (1: 1) to use in manufacture of Taliaga cheese. The use of this 
starter resulted in reduction of viable count of B. cereus and so, no 
toxin was detected in these cheeses. In contrast, in the control cheese 
(inoculated with 10(5) cfu isolated strain of B. cereus), the viable 



counts of B. cereus increased and released detectable amount of 
enterotoxin at the end of refrigerated storage. 
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Lactobacillus reuteri beta-galactosidase activity and low 
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Beta-galactosidase activity was studied as a possible cause of the low 
milk acidification ability observed in Lactobacillus reuteri NRRL 
14171. Enzymatic activity was determined in MRS broth 

supplemented with either glucose or lactose and milk at the middle and 
final stage of the exponential phase, as well as at the stationary phase. 
Results were compared with beta-galactosidase activity in Lactobacillus 
casei NRRL-B1922, a strain that shows the milk acidification ability. The 
effects of the types of carbon and nitrogen sources were established by 
comparison of growth parameters (higher maximum cell concentration and 
specific growth rate) in broth culture and skim milk supplemented with 2% 
glucose or 1% casein peptone. In milk, L. reuteri showed higher 
beta-galactosidase activity in all growth phases compared with L. casei. 
Greater cell concentration maxima, specific growth rates, and 
acidification abilities were observed in L. reuteri when it was cultured 
in milk supplemented with 1% casein peptone compared with non- supplemented 
milk cultures. Results suggest that the poor milk acidification ability 
observed in L. reuteri may be more related to a weak proteolytic system 
than to deficient beta-galactosidase activity. 
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New 14171 protein kinase and nucleic acid, useful 
for diagnosing or treating diseases with aberrant expression 
of the 14171 protein kinase, such as cancer, an 
immunological disorder, inflammation, heart failure and 
hypertension; 

recombinant enzyme protein production via plasmid 
expression in host cell for use in disease therapy 
KAPELLER- LIBERMANN R 
MILLENNIUM PHARM INC 
US 2004048305 11 Mar 2004 
US 2003-658904 10 Sep 2003 

US 2003-658904 10 Sep 2003; US 2000-182096 11 Feb 2000 



Patent 
English 

WPI: 2004-226195 [21] 
DERWENT ABSTRACT: 

NOVELTY - An isolated nucleic acid molecule 
defined sequence of 3860 or 2355 base pairs 
given in the specification; a fragment of a fully defined sequence of 21 
bp (SEQ ID NO: 21, 22 or 23) as given in the specification; or encoding a 



(I) comprising a fully 

(bp) (SEQ ID NO: 1 and 3) as 



polypeptide having a fully defined sequence of 784 amino acids { SEQ ID 
NO: 2) as given in the specification, is new. 

DETAILED DESCRIPTION - An isolated nucleic acid molecule comprises: 
(a) a fully defined sequence of 3860 or 2355 bp (SEQ ID NO: 1 and 3) as 
given in the specification; (b) a fragment of a fully defined sequence of 
21 bp (SEQ ID NO: 21, 22 or 23) as given in the specification; (c) a 
nucleic acid molecule which encodes a polypeptide having a fully defined 
sequence of 784 amino acids (SEQ ID NO: 2) as given in the specification, 
or its fragment having at least 300 contiguous amino acids and kinase 
activity; or (d) the complement of (a), (b) , (c) , or (d) . INDEPENDENT 
CLAIMS are also included for: (1) an expression construct comprising a 
recombinant nucleic acid molecule comprising the nucleic acid molecule 
(I) ; (2) a host cell comprising a recombinant nucleic acid molecule 
comprising the nucleic acid molecule (I); (3) an isolated polypeptide 
comprising: (a) a polypeptide which is encoded by a nucleic acid molecule 
comprising a nucleotide sequence with SEQ ID NO: 1 or 3 ; (b) a fragment 
of a polypeptide comprising the amino acid sequence of SEQ ID NO : 2 , where 
the fragment comprises at least 300 contiguous amino acids of SEQ ID NO: 2 
and where at least 300 contiguous amino acids have kinase activity; (c) 
an antigenic fragment of SEQ ID NO: 2 comprising at least 15 amino acid 
residues of SEQ ID NO: 2; or (d) a polypeptide having the amino acid 
sequence of SEQ ID NO: 2; (4) an antibody which selectively binds to a 
polypeptide of (3); (5) producing a polypeptide of (3), comprising 
culturing the host cell of (2) under conditions in which the nucleic acid 
molecule is expressed; (6) a kit comprising a compound which selectively 
binds to a polypeptide of (3) and instructions for use; (7) a kit 
comprising a compound which selectively hybridizes to a nucleic acid 
molecule (I) and instructions for use; (8) identifying a compound which 
binds to a polypeptide of (3), comprising contacting a polypeptide, or a- 
cell expressing the polypeptide with a test compound and determining 
whether the polypeptide binds to the test compound; (9) modulating the 
activity of a polypeptide of (3), comprising contacting a polypeptide or 
a cell expressing the polypeptide with a compound which binds to the 
polypeptide in a sufficient concentration to modulate the activity of the 
polypeptide; (10) identifying a compound which modulates the activity of 
a polypeptide of (3) , comprising contacting the polypeptide with a test 
compound and determining the effect of the test compound on the activity 
of the polypeptide to therefore identify a compound that modulates the 
activity of the polypeptide; (11) identifying a subject having a disorder 
or at risk of developing a disorder selected from the group consisting of 
cancer, an immunological disorder, a viral disorder and an apoptotic 
disorder, comprising contacting a sample obtained from the subject 
comprising nucleic acid molecules with a nucleic acid probe or primer 
which selectively hybridizes to the nucleic acid molecule (I) , and 
detecting in the sample the presence of a nucleic acid molecule which 
hybridizes to the probe or primer, therefore identifying a subject having 
the disorder, or at risk for developing the disorder; or comprising 
contacting a sample obtained from the subject comprising polypeptides 
with a compound which selectively binds to the polypeptide of (3), and 
detecting in the sample the presence of a polypeptide which binds to the 
compound, therefore, identifying a subject having the disorder, or at 
risk for developing the disorder; and (12) treating a subject having a 
disorder selected from the group consisting of cancer, an immunological 
disorder, a viral disorder and an apoptotic disorder comprising 
administering to the subject an effective amount of an agent which 
targets the expression or activity of a nucleic acid molecule (I) . 

BIOTECHNOLOGY - Preferred Nucleic Acid: The nucleic acid further 
comprises nucleic acid sequences encoding a heterologous polypeptide. 
Preferred Polypeptide: The polypeptide of (3) further comprises 
heterologous amino acid sequences. Preferred Antibody: The antibody 
preferably binds to an antigenic fragment of SEQ ID NO: 2 selected from 
the group consisting of a fully defined sequence of 21, 20 or 21 bp (base 
pairs) (SEQ ID NO: 17, 18 and 19), as given in the specification. 
Preferred Method: The binding of the test compound to the polypeptide in 



the method of (8) is detected by detection of binding by direct detecting 
of test compound/polypeptide binding, detection of binding using a 
competition binding assay, or detection of binding using an assay for 
protein kinase-mediated phosphorylation. The activity of the polypeptide 
in the method of (10) is determined in a kinase assay using a 
14171 kinase substrate. The nucleic acid probe or primer in the 
method of (11) is from a fully defined sequence of 20, 20 or 26 bp (SEQ 
ID NO: 9, 10 or 11) as given in the specification. 

ACTIVITY - Cytostatic; Virucide; Antiinflammatory; Cardiant; 
Antiarrhythmic; Hypotensive. No biological data given. 

MECHANISM OF ACTION - Protein-Kinase-Modulator . No biological data 
given. 

USE - the methods and compositions of the present invention are 
useful for the diagnosis and/or treatment of diseases or conditions 
associated with aberrant expression or activity of a 14171 
protein kinase, such ^as cancer, an immunological disorder, inflammation, 
heart failure, hypertension, atrial fibrillation, a viral disorder and an 
apoptotic disorder. They can also be used in chromosome mapping, tissue 
typing, predictive medicine, forensic biology and prognostic assays. 

ADMINISTRATION - Dosage of the pharmaceutical composition ranges 
from 0.001-30 mg/kg body weight, preferably 5-6 mg/kg. Routes of 
administration of the pharmaceutical compositions include oral, 
pulmonary, intramuscular, intraperitoneal , intravenous , subcutaneous, 
inhalation, transdermal, nasal and rectal. 

EXAMPLE - Total RNA was prepared from various human tissues by a 
single step extraction method using RNA STAT- 60. Each RNA preparation was 
treated with DNase I at 37 degrees centigrade for 1 hour. DNase I 
treatment was determined to be complete if the sample required at least 
38 PCR amplification cycles to reach a threshold, level of fluorescence 
. using beta-2 microglobulin as an internal amplicon reference. After 
phenol extraction cDNA was prepared from the sample using SUPERSCRIPT 
Choice System. A negative control of RNA without reverse transcriptase 
was mock reverse transcribed for each RNA sample. (62 pages) 
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AB We clarified the modulating action of the endocannabinoid system, and its 
possible mediation by the arachidonic acid cascade, on the reinstatement 
of methamphetamine (METH) - seeking behavior, using the intravenous 
self -administration paradigm in rats. Following 12 days of 
self -administration of METH, the replacement of METH with saline resulted 
in a gradual decrease in lever press responses (extinction) . Under 
extinction conditions, METH-priming or re-exposure to cues previously 
paired with METH infusion markedly increased the responses (reinstatement 
of drug- seeking) . The cannabinoid CB I receptor antagonist, SR 
14171 6A, blocked this behavior. Although the cannabinoid 



agonist, DELTAS - tetrahydrocannabinol (THC) , had no effects by itself, 
coadministration of the agonist and METH at small doses reinstated the 
drug- seeking behavior. THC attenuated the effects of the 
reinstatement-inducing dose of METH, but enhanced the effect of cues. 
Either given repeatedly during the extinction or singly, 24 h before the 
first METH-priming or cues challenge, THC suppressed the reinstatement. 
In another set of experiments, we found that diclofenac, a cyclooxygenase 
inhibitor, also attenuated the reinstatement induced by exposure to cues 
or drug-priming. These results suggest that the endocannabinoid system, 
through possible mediation by the arachidonic acid cascade, serves as a 
modulator of the reinstating effects of METH-priming and cues, Extending 
the current view on the treatment of drug dependence, these results 
indicate that endocannabinoid-activating substances as well as 
cyclooxygenase inhibitors may be promising as antirelapse agents. 
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14171 protein kinase, a novel human protein 
kinase and uses thereof . 

Kapeller-Libermann, Rosana [Inventor, Reprint Author] 
ASSIGNEE: Millennium Pharmaceuticals, Inc. 
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Official Gazette of the United States Patent and Trademark 

Office Patents, (Oct 7 2003) Vol. 1275, No. 1. 
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English 
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relates to a novel kinase nucleic acid sequence and protein, 
are vectors, host cells, and recombinant methods for making 
novel molecules. 
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Sixty-one genes showing altered levels of expression in cancer cells are 
identified for use in the diagnosis and treatment of cancer. The present 
invention describes methods for the diagnostic evaluation and prognosis of 
various cancers, and for the identification of subjects exhibiting a 
predisposition to such conditions. The invention also provides methods 
for identifying a compound capable of modulating a cancer .or cancer. The 
present invention also provides methods for the identification and 
therapeutic use of compds. as treatment of cancer. 
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DIAGENETIC ALTERATION OF EARLY MARINE CEMENTS OF UPPER 
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* ABSTRACT IS AVAILABLE IN THE ALL AND IALL FORMATS* 
Stromatactis is a spar network whose elements in cross section have 
flat to undulose lower surfaces and digitate upper surfaces. The network 
is composed principally of isopachous crusts of centripetal cement and 
commonly occurs embedded in finely crystalline limestone. It is the 
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cement filling of interconnected cavities. Stromatactis of Upper Silurian 
red stromatactis limestone from Gaspe Peninsula, Quebec Appalachians, 
exhibits two types of cements: (1) an isopachous cement that lined the 
walls of the conduits and is interpreted as early marine; and (2) a later 
blocky cement that occupies the centres of cavities. The first cement is 
composed exclusively of non-ferroan calcite, whereas the second cement is 
mixed non-ferroan and ferroan calcite. The early isopachous cement is 
white on polished slabs and has a turbid aspect under transmitted light.. 
In a few samples, the relative homogeneity of this early cement is broken 
by the presence of distinctive grey clear calcite. Under 
cathodoluminescence, the grey clear calcite is non- luminescent and 
exhibits well defined bladed crystal shapes, whereas the white turbid 
cement has a dull orange luminescence and indistinct crystal shapes. The 
relationships between the two cements indicate that the dull luminescent 
cement is a secondary form of the non- luminescent cement, and it is 
concluded that the dull cement is the product of alteration of the 
non- luminescent cement by burial or meteoric fluids. The later blocky 
cement has the same dull luminescence as the white turbid cement and is 
thought to have been precipitated from the same fluids as those 
responsible for the alteration of the early marine cements. Oxygen 
isotopic values of the dull cement of the early isopachous crusts (mean 
delta0-18= -6.8parts per thousand) are intermediate between those of the 
non- luminescent early marine cement (mean delta0-18= -5.3parts per 
thousand) and the dull luminescent blocky cement (mean delta0-18= -11.8%), 
while carbon isotopic values do not differ significantly (deltaC-13 = + 
2.9, + 2.4 and + 2 . 6parts per thousand, respectively). The alteration 
also has affected the distribution of some trace elements, particularly 
Mg. Both unaltered and altered cements contain less than 1% microdolomite 
inclusions, but the Mg content of the background calcite of unaltered 
cement is three times that of altered cement (14171 vs. 5502 
ppm) . Precursor early marine cement is thought to have been low-Mg 
calcite. The mean deltaO-18 value (- 5.3 parts per thousand) of unaltered 
early marine cement is higher than values for the oxygen isotopic 
signature of Silurian oceans provided by brachiopod shells. 
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AB We have suggested the existence of a novel "constitutive- like" secretory 
pathway in pancreatic islets, which preferentially conveys a fraction of 
newly synthesized C-peptide, insulin, and proinsulin, and is related to 
the presence of immature secretory granules (IGs) . Regulated exocytosis 
of IGs results in an equimolar secretion of C-peptide and insulin; however 



an assay of the const itutive- like secretory pathway recently demonstrated 
that this route conveys newly synthesized C-peptide in molar excess of 
insulin (Arvan, P., R. Kuliawat, D . Prabakaran, A.-M. Zavacki, D. 
Elahi, S. Wang, and D. Pilkey. J. Biol. Chemical 266:14171 
-14174) . We now use this assay to examine the kinetics of 

constitutive-like secretion. Though, its duration is much shorter than the 
life of mature granules under physiologic conditions, const itutive- like 
secretion appears comparatively slow (tl/2 approximately equal to 1.5 h) 
compared with the rate of proinsulin traffic through the ER and Golgi 
stacks. We have examined whether this slow rate is coupled to the rate of 
IG exit from the trans-Golgi network (TGN) . Escape from the 20 degrees C 
temperature block reveals a tl/2 less than or equal to 12 min from TGN 
exit to stimulated release of IGs; the time required for IG formation is 
too rapid to be rate limiting for constitutive- like secretion. Further, 
conditions are described in which constitutive- like secretion is blocked 
yet regulated discharge of IGs .remains completely intact. Thus, 
constitutive- like secretion appears to represent an independent secretory 
pathway that is kinetically restricted to a specific granule maturation 
period. The data support a model in which passive sorting due to insulin 
crystallization results in enrichment of C-peptide in membrane vesicles 
that bud from IGs to initiate the constitutive- like secretory pathway. 
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AB Samples returned from Apollo 14 (14171, 14305, 14319), Apollo 

15 (15255), Apollo 16 (61175, 67455), and Apollo 17 (77215) were studied 
optically and selected polished sections by SEM/Microprobe . Splits and 
separates from 77215, 67455, 61175 and 15255 were prepared; 77215 and 
67455 were analyzed for major, minor and LIL trace elements. The data 
indicate that 77215, a noritic breccia clast found in the Station7 
boulder, is a norite cumulate similar to and probably derived from the 
same body as 78235. The Apollo 17 boulders are found to be part of the 
same melt sheet, which was formed by a major impact event, possibly 
Serenitatis, about 4 B. Y. ago. The Apollo 14 and 16 breccias are 
polymict, their clast populations indicating quite different provenance. 
The Apollo 14 breccias are possibly the result of multiple impacts, 
while the other breccias studied appear to have been formed by single 
impacts. ANT suite clasts included in 61175 are, for the most part, 
granulites resulting from subsolidus recrystalliza tion of norites, 
anorthosites or gabbros . This metamorphism appears to have occurred 
prior to the impact event forming 61175. (Author) 
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Biochemical comparisons of resistance to wheat stem 
rust disease controlled by the Sr6 or Srll alleles 
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The following near isogenic wheat lines were used: Sr 11 (C.I. 14172), 
resistant Sr 11 (C.I. 14171), susceptible Sr 6 (C.I. 14164), and 
resistant Sr 6 (C.I. 141163). Neither growth at 25° nor treatment 
with 80 ppm ethylene at 20° caused significant change in infection 
type when resistance to race 56 is controlled by the Sr 11 allele, 
although lines carrying the Sr 6 allele for resistance reverted to 
susceptibility under these conditions. As in the case of the Sr 6 allele, 
no significant changes in phenolic components were detected. Increases in 
total peroxidase with resistant reactions controlled by the Sr 11 allele 
were similar to those found previously for the Sr 6 allele and the same 
isoenzyme was responsible for the increase. Because the genetic and 
physiol . basis for resistance controlled by the Sr 6 and Sr 11 alleles is 
distinct, it is concluded that increased activity for the same isoenzyme 
in both instances is a result of a non specific event analogous to 
wounding. Infected plants carrying the Sr 6 allele, with low peroxidase 
activity, produced much more ethylene than resistant infected plants. The 
relations between ethylene production, disease reaction, and peroxidase 
activity are not easily resolved. 
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Protein and cDNA sequences of a novel human ubiquitin 
carboxyl- terminal hydrolase sequence homolog and 
therapeutic uses thereof 
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AB The invention provides protein and cDNA sequences of a novel human 
protein, designated 24554, which has sequence homol . with ubiquitin 
carboxyl- terminal hydrolases. The invention also provides antisense 
nucleic acid mols., recombinant expression vectors containing 24554 nucleic 
acid mols., host cells into which the expression vectors have been 
introduced, and non-human transgenic animals in which a 24554 gene has 
been introduced or disrupted. The invention still further provides 
isolated 938760 proteins, fusion proteins, antigenic peptides and 
anti-24554 antibodies. Diagnostic and therapeutic methods utilizing 
compns. of the invention are also provided. 
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